Background: Sarcopenia is a prognostic factor for patients with liver cirrhosis and hepatocellular carcinoma, and it affects the onset of hepatic encephalopathy. Therefore, the prevention of sarcopenia contributes to the improvement of the prognosis of patients with chronic liver disease (CLD). We focused on changes of hand grip strength (HGS), one of the indicators of sarcopenia. However, there are little data investigating the impact of physical activity (PA) on HGS in patients with CLD. This study aimed to clarify whether PA contributes to the prevention of muscle weakness in patients with CLD.
Introduction
Sarcopenia is defined as a combination of low muscle mass and reduced muscle strength or impaired physical performance [1] . It is caused by malnutrition or low physical activity (PA) and a variety of clinical conditions, such as inflammatory disease, malignancy, and endocrine disease [2, 3] . Recent studies have revealed that sarcopenia is a prognostic factor for patients with liver cirrhosis (LC) and hepatocellular carcinoma (HCC), and it affects the onset of hepatic encephalopathy [4] [5] [6] [7] [8] . Therefore, prevention of sarcopenia may contribute to the improvement of the prognosis of patients with chronic liver disease (CLD). Recently, the Society on Sarcopenia, Cachexia and Wasting Disorders recommended performing exercise thrice weekly (aerobic and resistance exercise) and consuming sufficient energy and protein and supplementing with leucine and vitamin D [9, 10] .
Previous studies have reported improvements in physical function and quality of life in patients with LC upon administration of branched-chain amino acids (BCAAs) and training by experts [11] . However, as many of them require training according to experts, it is difficult for patients to do training on a daily basis on their own. Targeting PA may promote homebased therapy for CLD patients. In Japan, guidelines for PA in everyday life are indicated as 23 metabolic equivalents-hour/ week (METs-h/w) for ages 18 -64 years, and 10 METs-h/w Physical Activity for Preventing Sarcopenia J Clin Med Res. 2019;11 (10) :711-719 for ages 65 years and above [12] . However, there are little data investigating the impact of PA on sarcopenia in patients with CLD. Hand grip strength (HGS) is used in many sarcopenia diagnostic guidelines [2, 3, 13] . HGS is highly correlated with skeletal muscle mass by computed tomography (CT) and can be easily measured [14] . In this study, grip strength, an important item for diagnosis of sarcopenia, was set the main outcome. Therefore, the purpose of this study was to clarify the impact of PA on the prevention of muscle weakness in patients with CLD.
Materials and Methods

Study population and design
This was a prospective observational study conducted at the CLD Outpatient Clinics, Saiseikai Niigata Hospital, Niigata, Japan. Ethical approval was obtained from the Ethics Committees of both Niigata University (approval number: 2017-0082) and Saiseikai Niigata Hospital (approval number: E17-06). Participants signed an informed consent before being enrolled into the study. This study was conducted in accordance with the Declaration of Helsinki. Inclusion criteria were outpatients with CLD who were: 1) Twenty years of age or older; 2) Those who were able to measure HGS. Exclusion criteria were as follows: 1) No response to questionnaire; 2) Dementia. This study was conducted in two periods (from September 2017 to November 2017 (baseline), and from January 1, 2018 to March 31, 2018 (endpoint)). Patient characteristics were investigated at baseline. The second HGS measurement was performed at the endpoint.
Patient characteristics
Patient characteristics were obtained from questionnaires and medical records, namely age, sex, body mass index (BMI), etiology of liver disease, existence of HCC, type of drug therapy, living alone or living together, smoking, drinking, frequency of driving a motor vehicle, employment status, home task, opinions concerning diet, and exercise. Blood samples were obtained from each patient before the computed tomography (CT) examination for biochemical and hematological evaluation to measure the following: serum albumin (Alb), alkaline phosphatase (ALP), alanine transaminase (ALT), aspartate aminotransferase (AST), blood urea nitrogen (BUN), creatine kinase (CK), creatinine (Cre), cholinesterase (ChE), estimated glomerular filtration rate (eGFR), hemoglobin (Hb), hemoglobin A1c (HbA1c), α-fetoprotein (AFP), prothrombin time-international normalized ratio (PT-INR), total bilirubin (T-bil), total cholesterol (Tcho), total protein (TP), triglyceride (TG), red blood cell count (RBC), white blood cell count (WBC), total lymphocyte count (TLC), and platelet count (Plt). HbA1c was expressed as a National Glycohemoglobin Standardization Program (NGCP) unit. Malnutrition was evaluated by the controlling nutritional status index score (CONUT-score) [15] . CONUT-score was obtained based on the serum Alb and T-cho levels and TLC. The fibrosis 4 index (Fib-4 index) which evaluates liver fibrosis was scored based on age, ALT, AST, and Plt [16] [17] [18] . The albumin-bilirubin (ALBI) grade, an objective measurement of liver function, was scored based on the Alb and T-bil levels [19, 20] . The definition of sarcopenia in this study followed the guidelines of the Japan Society of Hepatology [13] .
Evaluation of PA
PA was evaluated using the International Physical Activity Questionnaire (usual 7 days, short version) (IPAQ), which comprises four questions: vigorous intensity, moderate intensity, walking, sitting and lying down time in a day [21] [22] [23] . PA was estimated by adding the products of reported time for each item by the METs value that was specific to each PA category.
In Japan, guidelines for routine PA are indicated as 23 METsh/w for individuals aged 18 -64 years, and 10 METs-h/w for those aged 65 years and above [12] . Therefore, it was set as the cut-off point of physical activity (METs-h/w) in this study.
Measurement of HGS
The HGS was measured using a digital hand dynamometer (TKK 5401 Grip-D, Takei, Tokyo, Japan) with a precision of 0.1 kg. With the patient standing upright, the left and right grip strength was measured twice, respectively, and the higher average was adopted. The first measurement was conducted from September to November 2017, and the second, from January to March 2018.
Statistical analysis
Participants were divided into four groups: 
Results
Patient characteristics at baseline
A total of 214 participants with CLD were enrolled into this study. During the study period, 31 participants were excluded: 17 participants declined to participate, six participants could not measure HGS, four participants dropped out, two par-Ohashi et al J Clin Med Res. 2019;11(10):711-719 ticipants died, and two participants were transferred to other hospital. Finally, a total of 183 participants were analyzed in the present study ( Fig. 1 ). Among them, 107 participants (58%) were men, and the median age was 69.0 years. The most common etiology of liver disease was hepatitis C in 69 cases (38%), and HCC existed in 42 participants (23%, Table 1 ).
Comparison of characteristics and biochemical measurements in young patients
The sedentary time of low PA (PA < 23 METs-h/w) was significantly longer than that of high PA (PA ≥ 23 METs-h/w) in young patients ( Table 2 ). There were no other significant variables between the two groups. There were no significant differences in the biochemical measurements between the two groups ( Table 3 ).
Comparison of changes in HGS between low PA and high PA in young patients
Changes in HGS in younger patients are shown in Table 4 . There were no significant differences in changes of HGS (-0.02 (-1.83, 1.47) vs. 0.25 (-2.45, 2.05), P = 0.956).
Comparison of characteristics and biochemical measurements in elderly patients
Comparison of patient characteristics among the elderly is shown in In the elderly, the sedentary time of patients with low PA was significantly longer (7.0 (5.0, 10.0) h/day vs. 5.0 (3.0, 6.0) h/day, P < 0.01) than those with high PA. In addition, the frequency of living alone was significantly higher in patients with low PA compared with those with high PA (27.7% vs. 12.0%, P < 0.05). The frequency of exercise habit was significantly lower in patients with low PA compared to those with high PA (55.3% vs. 88.0%, P < 0.01). Table 6 shows the comparison of the biochemical meas- urements in the elderly. The CK of patients with low PA was significantly lower than those with high PA.
Comparison of changes in HGS between low PA and high PA in elderly patients
Changes of HGS in the elderly are shown in Table 7 . Patients with low PA had significantly reduced HGS compared to those with high PA (-1.00 (-2.27, 0.55) kg vs. 0.10 (-1.40, 1.10) kg, P < 0.05).
Factors related to prevention of decrease in HGS
We defined patients whose change in HGS was < 0 as those with a decrease in HGS. We divided them into decreased HGS (change in HGS < 0) and increased HGS (change in HGS ≥ 0) groups and analyzed the data using logistic regression analysis. Logistic regression analyses identified PA as the independent factor for increased HGS (odds ratio: 1.91, 95% confidence interval: 1.00 -3.62, P = 0.049) ( Table 8 ).
Discussion
Our results showed that PA of 10 METs-h/w or more may pre-vent a decrease in HGS in the elderly. To our knowledge, our study is the first report to examine changes in HGS and PA in patients with CLD. In our results, the HGS of low PA in elderly patients decreased by about 1 kg in around 4 months. No significant effect of PA was observed on HGS change in young patients. A previous study reported that the average HGS worsened by -0.38 kg per 3 months in patients with cirrhosis awaiting liver transplantation [25] . This is partially consistent with our results that the HGS of patients with CLD decreases significantly in only a few months. However, the previous study population had poor liver function; 65% of the study population were Child-Pugh class B [25] . We did not assess liver function with Child-Pugh class, but at least 70% were ALBI grade 1, and the liver function was maintained. Our report explained that even though liver function was maintained, the decrease in HGS was caused by low PA. In our study, the HGS of the elderly with low PA was significantly lower than that of the elderly with high PA (22.95 (17.82, 31.00) vs. 27 .05 (21.80, 33.73), P < 0.01) at baseline. This is consistent with previous reports that have shown that female volunteers over 60 years of age who did not meet the PA recommendations had low physical function [26] . Our finding that the HGS of elderly patients with CLD and low PA decreased significantly indicated that decrease in physical function and PA affect each other. Similar results were reported by Laddu et al [27] . In their study, the high PA groups (> 1,200 METs-min/w) had stronger grip strength than sedentary women (< 100 METs-min/w). Furthermore, it was reported that maintaining high PA levels over time was associated with better lower extremity function [27] . Although different from the cut-off value of PA in our study, high PA was important for maintaining physical function, which is also true for patients with CLD. The cut-off value of PA in our study is recommended by the Ministry of Health, Labour and Welfare in Japan, so this cut-off value is appropriate for the Japanese population. We examined the reason for the absence of a significant change in young patients. In this study, the total PA was calculated, but the intensity of activity was not considered. The World Health Organization (WHO) recommends that adults aged 18 -64 years should perform at least 150 min of moderate-intensity aerobic PA throughout the week or engage in at least 75 min of vigorous-intensity aerobic PA throughout the week or an equivalent combination of mod-erate-and vigorous-intensity activity [28] . Therefore, a future study is needed to consider the effect of exercise intensity on muscle strength. The low PA group showed a longer sedentary time than the high PA group in both young and elderly patients in our results. The sedentary time of low PA in elderly patients was 7 h/day. The sedentary time of general elderly people in Japan was about 420 min (= 7 h)/day [29] , which was the same as the low PA in our study. Therefore, patients with CLD also had sedentary characteristics comparable to those of the general elderly population in Japan. Our study findings showed that low HGS and low PA and long sedentary time were identical in the elderly patients with low PA. The significant differences in each variable observed in our study were partially in agreement with the findings of previous studies. A previous Physical Activity for Preventing Sarcopenia J Clin Med Res. 2019;11(10):711-719 study suggested that sedentary time was related to mortality and obesity in people over the age of 50 years independent of PA levels [30, 31] . Moreover, low PA and a long sedentary time in elderly people have been reported to be associated with high obesity rates and low HGS [32, 33] . However, in our study, BMI was not significantly different between elderly patients with low PA and high PA, which is inconsistent with the findings of previous reports. This result may suggest that loss of physical function or loss of PA may occur before weight loss. Our study showed that characteristics of low PA included more living alone and more sarcopenia than those of high PA in elderly patients. A previous study showed that the quality of life domain of social relationships is declining in the low PA population [26] . Our results partially explained the reality of the decline in the quality of life domain of social relationships. In another previous study in Japan, it was found that community-dwelling women with sarcopenia lived with their children and/or grandchildren more than those without sarcopenia, who lived alone [34] . Living alone requires adequate physical function. However, it is reported that the elderly who live and eat alone have a significantly lower food diversity and food intake frequency than those who eat together their family often [35] , and have lower food accessibility, related to shopping difficulty [36] . Therefore, even if the elderly living alone have independent lives, there is a concern that the quality of their food intake may deteriorate their nutritional status. Although the difference of CONUT-score was not significant between the elderly patients with low PA and high PA,
the elderly patients with low PA, who had a high frequency of living alone, had a CONUT-score of 2 points in our study. It showed mild malnutrition and may be associated with poor PA and decreased HGS.
Our results have shown that PA of 10 METs-h/w or more may prevent a decrease in HGS in elderly patients with CLD. The current study outcome (PA ≥ 10 METs-h/w for the elderly) may be the target of home-based therapy for patients with CLD. Previous studies have reported that muscle mass, muscular strength and physical function are improved by intervention combined with exercise and nutrition in patients with cirrhosis [11] . These interventions differ from our observational study in that exercise programs were performed by experts. To date, there are reports on home-based therapy that state that HGS, leg strength, and muscle mass increased after 3 months of exercise therapy in cirrhotic patients, including due to 2,000 steps per day and BCAA supplementation [37] . Additionally, patients with LC of less than 5,000 steps per day have been reported to have a high prevalence of sarcopenia, and sufficient PA may prevent sarcopenia [38] . However, attention should also be paid to routine PA (for example: household chores, gardening, pet care) other than walking. Combining these PAs and building a sustainable individual PA program will lead to the prevention of sarcopenia in older patients with CLD.
Our study has three limitations. First, this study was performed in a single institution, and a validation study in multiple institutions is needed in the future. Second, as the etiology is not limited, lifestyles may differ depending on the cause of Physical Activity for Preventing Sarcopenia J Clin Med Res. 2019;11(10):711-719 the etiology. In particular, alcoholic hepatitis and nonalcoholic steatohepatitis are greatly affected by lifestyle habits. Finally, the amount of PA used in this study was based on a questionnaire and there might be a possibility that the accuracy was lower than the PA amount measured by triaxial accelerometers. Accurate amount of PA measurement by a wearable devise will lead to developments in exercise therapy in the future. A randomized controlled trial, with PA managed using triaxial accelerometers, is needed to clarify the effect of PA on muscle strength in patients with CLD.
In conclusion, young patients with low PA had the characteristics of a long sedentary time; however, there was no loss of HGS. Elderly patients with CLD and low PA had significantly reduced HGS compared with elderly patients with CLD and high PA. Therefore, for elderly patients with CLD, PA above 10 METs-h/w may prevent sarcopenia.
